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1 Introduction to RAP documentation
11 Scope

The RAP documents contain detailed information to aid the production of Statistics &
Programming input into the Clinical Study Report (CSR) for trial “CCFZ533X2203”.

Module 3 (M3) provides the description of the statistical methodology used to analyze the
data, Module 7 (M7) details the presentation of the data, including shells of summary tables,
figures and listings, and Module 8 (MS8) contains programming specifications e.g. for derived
variables and derived datasets, to support the creation of CSR outputs.

1.2 Changes to RAP documentation (M3)

Refer to corresponding guidances and Translational Sciences (TSc) RAP Addendum template
for detailed information on the requirements of documenting changes to RAP documentation.

For the statistical methodology (M3), any major changes occurring before database lock to
the statistical methodology should be reflected in the RAP M3 documentation via version
control (new document version to be approved by the trial team as the original module.

Major changes include, but are not limited to, changes in protocol that affect study design and
statistical methodology.

Minor changes to the RAP M3 documentation can be captured e.g. by a study note to file /
note in RAP Addendum or within the CSR itself. Minor changes include, but are not limited
to, change in statistical model. Corrections of typographical errors or modification of spelling
(from English to American, for example) do not need to be incorporated into the RAP M3
documentation.
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2 Study objectives and design
2.1 Study objectives

211 Primary objectives

e To assess the safety and tolerability of multiple subcutaneous doses and multiple
intravenous infusion of CFZ533 in patients with primary Sjdgren’s syndrome (pSS) as
measured by adverse events (AEs).

e To compare the effect of multiple intravenous infusion of CFZ533 versus placebo on the
clinical disease activity of pSS patients as measured by the change of an EULAR
Sjogren’s Syndrome Disease Activity Index (ESSDAI) after 12 weeks treatment.

21.2 Secondary objectives

e To assess the safety and tolerability of multiple subcutaneous doses of CFZ533 in patients
with pSS as measured by AEs.

e To compare the effect of multiple subcutaneous doses of CFZ533 versus placebo on the
clinical disease activity of pSS patients as measured by the change of an ESSDAI after 12
weeks treatment.

e To assess the pharmacokinetics of multiple subcutaneous doses and multiple intravenous
infusion of CFZ533 in pSS patients.

e To evaluate the effect of multiple subcutaneous doses and multiple intravenous infusions
of CFZ533 versus placebo on self-reported outcomes in pSS patients after 12 weeks
treatment as measured by the EULAR Sjogren’s Syndrome Patient Reported Intensity
(ESSPRI), the Short Form (36) Health Survey (SF-36) and the Multidimensional Fatigue
Inventory (MFI) Questionnaire.

e To evaluate the changes in the physician global assessment of the patient’s overall disease
activity as recorded by a visual analog scale (VAS) after 12 weeks treatment.

e To evaluate the changes in the patients global assessment of their disease activity as
recorded by a VAS after 12 weeks treatment.
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Figure 2-1 Study design Cohort 1 and Cohort 2
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Cohort 3, comprises two periods, namely:

1. open-label treatment period (from dosing on Day 1, Week 1 to last dose and completionof
assessments on Day 85, Week 13),

2. follow-up period (from Week 13 to Day 141/Week 21), when patients will be followed up
for 8 weeks without study medication.

In the open label period, treatment arm 1 dosing starts with CFZ533 s.c. qlw for 4
weeks, whereas in treatment arm 2, dosing starts with CFZ533 1v. on Day 1. In
both arms maintenance dosing then continues with CFZ533 s.c. qlw for 4 weeks

(treatment arm 1) or 9 weeks (treatment arm 2).
An 1illustration of the study design for Cohort 3 is provided in Figure 2-2.

Figure 2-2 Study design Cohort 3
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3 First interpretable results (FIR)

First interpretable results (FIR) will be provided for this trial but not as fully as usual due to
interim analyses that have already occurred. Corporate Confidential Information

Corporate Confidential Information

The template shows the analysis / results to be presented in the FIR. Study outputs required to
be created at the time of the FIR will be marked as “Key” in the Tracking sheet output list.

Corporate Confidential Information
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5 Statistical methods: Analysis sets

For subjects for which the actual treatment received does not match the randomized treatment
the treatment actually received will be used for the analysis.

All subjects that received study drug and with no protocol deviations with relevant impact on
safety will be included in the safety analysis set.

The PK analysis set will include all subjects with available PK data and no protocol
deviations with relevant impact on PK data.

The PD analysis set will include all subjects with available PD data and no protocol
deviations with relevant impact on PD data.

The analysis sets and protocol deviation codes are related as follows:

Table 5-1 Protocol deviation severity codes and analysis sets

Protocol deviation severity code Safety PK analysis  PD analysis

analysis set set set
Code Text
5 Exclude subject from all safety analysis - - -
8 Exclude from all analyses - - -
20 Exclude subject from PK analysis set + - +
22 Exclude subject from PD analysis set + + -
23 Exclude subject from PK and PD analysis set + - -
49 Report relevant protocol deviation — include + + +

subject in all analysis sets

+ = 1nclude in analysis set, - = exclude from analysis set, NA = not applicable

6 Statistical methods for Pharmacokinetic (PK) parameters

6.1 Pharmacokinetic parameters

If data permits, the following pharmacokinetic parameters will be determined using the actual
recorded sampling times and non-compartmental analysis: Cmax, Cmax,ss, Ctrough,
Ctrough,ss and AUC’s from the CFZ533 plasma concentration-time data. Concentrations
below the LLOQ will be treated as zero for PK parameter calculations. The linear trapezoidal
rule will be used for AUC calculation. Regression analysis of the terminal plasma elimination
phase for the determination of T1/2 will include at least 3 data points after Cmax (but not
including Cmax). If the adjusted R? value of the regression analysis of the terminal phase is
less than 0.75, T1/2, AUCmf, Vz/F and CL/F will be excluded and indicated as missing
values.

6.2 Analysis of pharmacokinetics

Plasma CFZ533 concentration data will be listed by cohort, treatment, subject, and
visit/sampling time point. Descriptive summary statistics will be provided by cohort,
treatment and visit/sampling time point, including the frequency (n, %) of concentrations
below the LLOQ and reported as zero. Summary statistics will include mean (arithmetic and






